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PURPOSE: To obtain an extracted solution of Perilla frutescens containing 
rosmarinic acid, etc., as a phamacodynamic component of a labiate plant in a high 
concentration but hardly a dark yellowish brown, greenish brown or reddish brown 
coloring matter as a characteristic of Perilla frutescens and to provide a new and 
industrially advantageous production method therefor. 

CONSTITUTION: A labiate plant is extracted with a lower alcohol having 10-30vol.% 
water content and water is added to the extracted solution to removed formed 
precipitate. The prepared extracted solution is concentrated, mixed with a lower 
alcohol to give ^ 90vol. % alcohol concentration, formed precipitated is removed and 
a liquid component is obtained again to provide a method for producing an extracted 
solution of Perilla frutescens. A melanism inhibitor comprises the extracted 
solution of Perilla frutescens and a skin- beautifying cosmetic contains the 
extracted solution of Perilla frutescens. The extracted solution of Perilla 
frutescens has high safety to human and is usable as a stable melanism inhibitor. 
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ABSTRACTED- PUB-NO: JP 07187989A 
BASIC-ABSTRACT: 

Perilla extract, its prepn. method and its use for whitening cosmetic alcohol with 
10-30 vol.% moisture content, adding water to remove the ppte., condensing the 
extracted soln., adding lower alcohol to adjust the alcohol cone, to more than 90 
vol.% and removing the ppte. to collect the liq. component, or (b) extracting 
Perilla plants with lower alcohol with 10-30 vol.% moisture content, condensing the 
extracted soln., adding water to adjust the alcohol concn. to up to 10 vol.%, 
removing the ppte., condensing the extracted soln., adding alcohol to adjust the 
alcohol concn. to up to 90 vol.%, removing the ppte. to collect the liq. component, 
and removing the impurity by adding active charcoal. 

Pref., perilla plants are pref. Perilla frutescens Britton var. acuta Kudo, Perilla 
frutescens Britton var. acuta Kudo formaviridis Makino, Perilla frutescens Britton 
var. crispa Decne or Romarinus officinalis. 
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US E /ADVANTAGE - The Perilla extract is used as a melanin generation inhibitor and 
cosmetic for whitening the skin (claimed) . The melanin generation inhibitor is used 
for prevention of pigmentation and sunburn and for whitening the skin. The extract 
is safe and stable. It inhibits tyrosinase activity. 

In an example, skin lotion comprised 4.0 wt.% cone, glycerine, 4.0 wt.% sorbit 
soln., citric acid, 0.3 wt.% sodium citrate, 0.5 wt.% polyoxyethylene hardened 
castor oil, 15.0 wt.% ethanol, 1.0 wt.% Perilla extract, 0.05 wt.% fragrance and 
balance distilled water. 
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(57)Abstract: 

PURPOSE: To obtain an extracted solution of Perilla frutescens containing rosmarinic acid, 
etc., as a phamacodynamic component of a labiate plant in a high concentration but hardly a 
dark yellowish brown, greenish brown or reddish brown coloring matter as a characteristic of 
Perilla frutescens and to provide a new and industrially advantageous production method 
therefor. 

CONSTITUTION: A labiate plant is extracted with a lower alcohol having 10-30vol.% water 
content and water is added to the extracted solution to removed formed precipitate. The 
prepared extracted solution is concentrated, mixed with a lower alcohol to give >90vol.% 
alcohol concentration, formed precipitated is removed and a liquid component is obtained 
again to provide a method for producing an extracted solution of Perilla frutescens. A 
melanism inhibitor comprises the extracted solution of Perilla frutescens and a skin- 
beautifying cosmetic contains the extracted solution of Perilla frutescens. The extracted 
solution of Perilla frutescens has high safety to human and is usable as a stable melanism 
inhibitor. 
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l.This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2 **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] the beefsteak plant characterized by adding lower alcohol, carrying out to more than alcoholic 
concentration 90 volume %, removing the precipitate to produce, and obtaining a liquefied component 
again after the lower alcohol of water content 10-30 volume % extracting the Lamiaceae vegetation, 
removing the precipitate which adds water and is produced and condensing the obtained extract — the 
manufacture approach of an extract. 

[Claim 2] After the lower alcohol of water content 10-30 volume % extracting the Lamiaceae 
vegetation and condensing the obtained extract, Add water and the precipitate which makes alcoholic 
concentration below 10 volume %, and is produced is removed, after condensing the obtained extract, 
lower alcohol is added, it carries out to more than alcoholic concentration 90 volume %, the precipitate 
to produce is removed, and a liquefied component is obtained again, and activated carbon is added 
further and it remains « impure - a part - the beefsteak plant characterized by removing - the 
manufacture approach of an extract. 

[Claim 3] the beefsteak plant according to claim 1 or 2 whose Lamiaceae vegetation is a beefsteak plant, 
AOJ1SO, dust MENJISO, or a rosemary — the manufacture approach of an extract. 
[Claim 4] the beefsteak plant obtained by adding lower alcohol, carrying out to more than alcoholic 
concentration 90 volume %, and removing the precipitate to produce after the lower alcohol of water 
content 10 - 30 volume % extracting the Lamiaceae vegetation, removing the precipitate which adds 
water and is produced and condensing the obtained extract - the melanin generation inhibitor which 
consists of an extract. 

[Claim 5] After the lower alcohol of water content 10-30 volume % extracting the Lamiaceae 
vegetation and condensing the obtained extract, Add water and the precipitate which makes alcoholic 
concentration below 10 volume %, and is produced is removed, after condensing the obtained extract, 
lower alcohol is added, it carries out to more than alcoholic concentration 90 volume %, the precipitate 
to produce is removed, and a liquefied component is obtained again, and activated carbon is added 
further and it remains ~ impure - a part - the beefsteak plant obtained by removing — the melanin 
generation inhibitor which consists of an extract. 

[Claim 6] The melanin generation inhibitor according to claim 4 or 5 whose Lamiaceae vegetation is a 
beefsteak plant, AOJISO, dust MENJISO, or a rosemary. 

[Claim 7] the beefsteak plant obtained by adding lower alcohol, carrying out to more than alcoholic 
concentration 90 volume %, and removing the precipitate to produce after the lower alcohol of water 
content 10-30 volume % extracting the Lamiaceae vegetation, removing the precipitate which adds 
water and is produced and condensing the obtained extract - the whitening cosmetics characterized by 
containing an extract. 

[Claim 8] After the lower alcohol of water content 10 - 30 volume % extracting the Lamiaceae 
vegetation and condensing the obtained extract, Add water and the precipitate which makes alcoholic 
concentration below 10 volume %, and is produced is removed, after condensing the obtained extract, 
lower alcohol is added, the precipitate which carries out to more than alcoholic concentration 90 volume 
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%, and is produced is removed, and a liquefied component is obtained again, and activated carbon is 
added further and it remains — impure — a part ~ the beefsteak plant obtained by removing — the 
whitening cosmetics characterized by containing an extract. 

[Claim 9] Whitening cosmetics according to claim 7 or 8 whose Lamiaceae vegetation is a beefsteak 
plant, AOJISO, dust MENJISO, or a rosemary. 

[Translation done.] 
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l.This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2 **** s h ows the word which can not be translated. 
3. In the drawings, any words are not translated. 

DETAILED DESCRIPTION 

[Detailed Description of the Invention] 
[0001] 

[Industrial Application] a beefsteak plant with this invention effective in prevention and clearance of 
chromatosis, such as whitening of the skin or suntan, and silverfish, buckwheat dregs, — the beefsteak 
plant which hardly contains a coloring matter component peculiar to a beefsteak plant about the 
manufacture approach of an extract although a ROZUMARIN acid etc. is contained in high 
concentration in detail and which is used suitable for whitening cosmetics ~ it is related with the 
manufacture approach of an extract, furthermore, the beefsteak plant « it is related with the whitening 
cosmetics containing it about the application using an extract as a melanin generation inhibitor effective 
in prevention and clearance of chromatosis, such as whitening of the. skin or suntan, and silverfish, 
buckwheat dregs. 
[0.002] 

[Description of the Prior Art] Conventionally, the method of obtaining an extract using the carbon 
dioxide of hot water or a liquid region is examined from the Lamiaceae vegetation (JP,62-65660,A, 
JP,60-120957,A). However, these approaches aim at obtaining without mainly harming a coloring 
matter component peculiar to a beefsteak plant, or an aroma component, and since coloring matter 
peculiar to a beefsteak plant, sugar, tannin, etc. are contained so much, such an extract presents a very 
deep yellowish brown color, greenish-brown, or dark reddish-brown, and has the peculiar odor. When 
such an extract is blended with the charge of makeup, or skin external preparations, the problem on 
pharmaceutical preparation, such as coloring and destabilization of an emulsification system, arises, and 
there is inconvenience that the pharmaceutical form and loadings are restrained considerably. 
[0003] By the way, it is already known that a ROZUMARIN acid has the pharmacology effectiveness, 
such as anti-inflammatory activity and an antiallergic operation, as an active principle of the Lamiaceae 
vegetation, such as a beefsteak plant, AOJISO, dust MENJISO, a rosemary (rosemary) that is one sort of 
a herb, a peppermint, KAWAMIDORI, and prolongation-of-life grass, and these vegetation is used as a 
folk medicine with safety high for many years. Therefore, the extract which extracted the above- 
mentioned Lamiaceae vegetation with hot water etc. is although the ROZUMARIN acid is contained, 
Even if it is going to blend such an extract with the charge of makeup, or skin external preparations and 
is going to use the drug effect of a ROZUMARIN acid, it is difficult to carry out the addition activity of 
the extract by the high concentration which there is a problem on pharmaceutical preparation, such as 
coloring originating in the above-mentioned contaminant and destabilization of an emulsification 
system, therefore the loadings of an extract have constraint, and fully does so the drug effect as a 
ROZUMARIN acid in the charge of makeup, or skin external preparations. 
[0004] Although the approach of carrying out extract purification of the ROZUMARIN acid in the 
purest possible form from the Lamiaceae vegetation, and applying to the charge of makeup is proposed 
based on such a background (JP,63- 16261 1,A), the extract process using dangerous solvents, such as an 
acetone and ethyl ether, the process of column chromatography purification, etc. are quite complicated, 
and special equipment is required for them, and they are not advantageous as the extract purification 
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approach from the Lamiaceae vegetation. [ of the operating instructions ] 

[0005] By the way, the pigmentation of the skins, such as suntan, and silverfish, buckwheat dregs, is 
produced by the coloring matter melanin generated in the cell melanocyte which exists in an epidermal 
cell being spread into a contiguity cell. Various drugs which control melanin generation by controlling 
generation of the enzyme tyrosinase which has played the central role in melanin generation with this 
melanocyte, or checking an enzyme tyrosinase directly are known. There are kojic acid and arbutin as 
typical drugs used conventionally. Moreover, from the dopa produced according to an operation of an 
enzyme tyrosinase, or a dopa quinone, although melanin generates by the nonenzymatic oxidation, 
various drugs like an enzyme or which control the generation are also known for checking the process. 
There are an ascorbic acid, hydroquinone, etc. as the typical drugs. However, these melanin generation 
inhibitors cannot necessarily be satisfied as a charge raw material of makeup, when taking into 
consideration the toxicity and skin sensuous effect to Homo sapiens, stability, etc. Therefore, it is 
extremely stable and development of a stable melanin generation inhibitor is desired. 
[0006] 

[Problem(s) to be Solved by the Invention] An example is taken by the trouble on the pharmaceutical 
preparation generated when blending an extract with the charge of makeup, or skin external 
preparations, the trouble for extract purification, etc. as mentioned above, the conventional beefsteak 
plant — the object of this invention A beefsteak plant [Perilla frutescens(L.) Britton var. acuta Kudo], 
AOJISO [Perilla frutescens(L.) Britton var. acuta Kudo formaviridis Makino], Dust MENJISO [Perilla 
frutescens(L.) Britton yar.crispa(Thunb.) Decne], The caffeine acid of the drug effect component of the 
Lamiaceae vegetation, such as a rosemary [a rosemary and Rosmarinus officinalis], the beefsteak plant 
which contains perillaldehyde, a ROZUMARIN acid, etc. in high concentration, and moreover hardly 
contains the coloring matter of a deep yellowish brown color peculiar to a beefsteak plant, greenish- 
brown, or dark reddish-brown — it is in the new thing for which the advantageous manufacture approach 
is offered industrially with an extract, the beefsteak plant which can be used as a melanin generation 
inhibitor which whose safety to Homo sapiens was high collectively, and was extremely excellent - it is 
in offering an extract. 
[0007] 

[Means for Solving the Problem] the beefsteak plant which has the following processes in order that this 
invention person may solve the above technical problem - the manufacture approach of an extract - 
being established — the beefsteak plant — the extract had the operation which checks generation of an 
enzyme tyrosinase, and safety began and found out that it could use as a stable high melanin generation 
inhibitor, and completed this invention. 

[0008] Namely, according to this invention, the lower alcohol of water content 10-30 volume % 
extracts the Lamiaceae vegetation. After condensing the obtained extract below to 10 volume %, add 
water and the precipitate which makes alcoholic concentration below 10 volume %, and is produced is 
removed. Again, after condensing below to 10 volume %, add lower alcohol and the obtained extract is 
carried out to more than alcoholic concentration 90 volume %. the precipitate which deposits is • 
removed, liquefied components are collected again, and an extract is obtained, and activated carbon is 
added further, and it stirs and remains — impure - a part - the beefsteak plant made into the object by 
removing - an extract can be obtained, this beefsteak plant - safety of an extract can be high, can use it 
for the application as a stable melanin generation inhibitor, and can blend it with whitening cosmetics. 
[0009] As Lamiaceae vegetation used by this invention, a beefsteak plant, AOJISO, dust MENJISO, a 
rosemary (rosemary), etc. are mentioned in more detail. Moreover, it considers as the vegetable part 
containing many active principles which have melanin generation inhibitory action, and there is the 
leaves-and-stems section. You may use with extraction happiness in the next life, and even if it uses 
what carried out desiccation processing of solar drying etc., it does not interfere. As for leaves and 
stems, it is desirable on extraction efficiency to use what was made into the shape of a split. It does not 
interfere, even if perillae folium is marketed as a crude drug and it uses this as a desiccation article of 
dust MENJISO. 

[0010] Although it is sufficient for it if the amount of the lower alcohol of the water content 10 - 30 
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volume % which extract a component, i.e., water alcohol, is an amount in which leaves and stems are 
immersed, its five to 15 time weight of the Lamiaceae vegetation is desirable. When using non-dried 
vegetation, it is desirable to set up the alcoholic concentration of an extracting solvent more highly in 
consideration of the moisture in vegetation. Ethanol and a methanol are preferably good although there 
are a methanol, ethanol, n-propanol, isopropanol, a t-butanol, etc. as lower alcohol. If the water content 
of an extracting solvent separates from 10-30 volume %, it is contaminated with the component and 
coloring matter which are not made into the object. 

[001 1] Although extract operation may be performed at a room temperature, if it heats under reflux . 
cooling preferably, a melanin generation control component will be extracted promptly efficiently. 
****** is good at ordinary pressure, and although extract time amount changes with extract 
temperature, 2-48 hours is desirable. Insoluble residue is filtered and removed after extract operation. If 
extract operation of a component is repeatedly performed also about residue, it can raise yield. After 
condensing until it becomes below 10 volume % of the volume of the extract of being also with a 
vacuum concentration machine about the obtained extract, subsequently water is added, alcoholic 
concentration is made below into 10 volume %, and filtration etc. removes the precipitate which puts for 
15 hours or more and is preferably produced at 4-10 degrees C. Again, lower alcohol after condensing 
below to 10 volume % is added, the extract which is the obtained liquefied component is carried out to 
more than alcoholic concentration 90 volume %, filtration etc. removes the precipitate which puts for 15 
hours or more and deposits at 4-10 degrees C preferably, liquefied components are collected again, and 
an extract is obtained, to this extract, 0.5 - 2% of the weight of activated carbon is added, and it stirs and 
remains ~ impure - a part - the beefsteak plant which is removed and is made into the object ~ an 
extract is obtained, thus, the obtained beefsteak plant ~ it became clear by the qualitative test that an 
extract contains matter, such as a caffeine acid, perillaldehyde, and a ROZUMARIN acid, moreover, a 
beefsteak plant - this invention person begins for an extract to have melanin generation inhibitory 
action, and it finds out. 
[0012] 

[Example 1] a beefsteak plant - 80 volume % ethanol (water content 20 volume %) 600L was added to 
the 50kg (UCHIDA ****) of the manufacture approach perillae folium of an extract, and standing and 
an immersion extract were performed at 40 degrees C under warming for 24 hours. The 80 volume % 
ethanol of 600L was added to the pan after filtering an extract at the perillae folium of residue, and same 
actuation was carried out. The extract (primary extract) of 1097 in all L was obtained for 2 times of 
extracts, this primary extract ~ 50 degrees C - warming - after carrying out bottom vacuum 
concentration and making it SOL, water 100L was added and it put at 10 degrees C for 24 hours. After 
carrying out filtration clearance of the produced insoluble precipitate, adding 0.75 % of the weight of 
activated carbon and carrying out stirring processing for 1 hour, this was removed by filtration, filtration 
residue — further — the 90 volume % ethanol of 3L — washing - the beefsteak plant of 102 in all L » the 
extract was obtained, the beefsteak plant from this perillae folium - according to the tyrosinase activity 
measurement trial of an example 2, an extract is a fraction which shows melanin generation control 
inhibitory action, (that tyrosinase activity measurement trial — setting — this beefsteak plant — an extract 
- "— a beefsteak plant — it uses as extract".) 
[0013] 

[Example 2] It is the melanoma (melanoma) cell B16 share of the tyrosinase activity effectiveness 
mouse origin 150cm 2 In the flask for animal culture which contains 30ml of MEM culture media of 
fetal -calf-serum content 10% The cell density is 2.5x104. A cell / cm2 It inoculates so that it may 
become, and it is 5%C02. The bottom, the matter shown in the following table 1 after 24-hour culture at 
37 degrees C was added in each flask so that it might become declared operation concentration, and 
culture was further performed for three days under these conditions. 

[0014] It processed with the trypsin solution 0.25% after culture termination, cells were collected, 10ml 
of PBS (-) buffer solutions washed twice, and it suspended after that in 2ml (pH6.8) of 0. 1% Triton 
XI 00 content 0.1M phosphate buffer solutions. After sonication, centrifugal was carried out for 20 
minutes in 12000rpm, and the supernatant was obtained and it considered as the tyrosinase fraction. 
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[0015] 0.5ml (pH6.8) of L-DOPA content phosphate buffer solutions was mixed with 0.5ml of 
tyrosinase fractions 0.05%, the absorbance of 475nm was measured with time at the room temperature, 
and tyrosinase activity was searched for from the initial velocity. Moreover, the total protein content 
contained in the tyrosinase fraction is Bio-Rad. Protein It measured according to the manual of Assay 
(Bio-Rad make). 
[0016] 
[A table 11 
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[0017] the beefsteak plant extracted by this invention - an extract has the operation which checks 
generation of the enzyme tyrosinase which has played the central role in melanin generation with 
melanocyte, and it is shown by the tyrosinase activity measurement trial of a table 1 that melanin 
generation is controlled by the operation. As compared with arbutin and kojic acid, the operation is very 
low concentration and is specific at the point which shows the high rate of tyrosinase inhibition, and a 
low melanin yield. The extract extracted by the manufacture approach same about a rosemary showed 
melanin generation inhibitory action similarly. 
[0018] 

[Example 3] the beefsteak plant of the facial-cleansing-cream example 1 - an extract is used for the 
formula (all — 100 % of the weight) of the following facial cleansing cream as a melanin generation 
inhibitor. 

Component A A weight % myristic acid 14.0 Stearin acid 12.0 Laurie acid 3.5 Oleyl alcohol 1.5 Palm- 
oil-fatty-acid amide propyl betaine 10.5 Component B Weight % concentrated glycerin 18.0 Potassium 
hydroxide 7.0 Purified water Remainder Antiseptics (paraoxy benzoic acid) optimum dose Component C 
weight % - a beefsteak plant - extract 0.5 Perfume The heating dissolution of the 0.2 component A is 
carried out, and it holds at 80 degrees C. The component B which carried out the heating dissolution is 
independently added to 80 degrees C at Component A, and it mixes enough. It cooled stirring, 
Component C was added at 50 degrees C, and facial cleansing cream was obtained. 
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[0019] 

[Example 4] the beefsteak plant of the face toilet example 1 — an extract is used for the formula (all - 
100 % of the weight) of the following face toilet as a melanin generation inhibitor. 
A component Weight % purified water Remainder Concentrated glycerin 4.0 Sorbitol liquid (70-% of 
the weight water solution) 4.0 Citric acid (pH regulator) Optimum dose Sodium citrate 0.3 
Polyoxyethylene hydrogenated castor oil 0.5 Ethanol 15.0 a beefsteak plant - extract 1.0 Perfume It 
stirred and mixed at the room temperature, all 0.05 components were used as the uniform solution, it 
adjusted to pH5.5, and face toilet was obtained. 
[0020] 

[Example 5] the beefsteak plant of the milky lotion example 1 - an extract is used for the formula (all - 
100 % of the weight) of the following milky lotion as a melanin generation inhibitor. 
Component A Weight % purified water Remainder Sucrose fatty acid ester 1.0 (Dai-Ichi Kogyo Seiyaku 
S-160) Concentrated glycerin 6.0 Antiseptics (paraoxybenzoic acid) Optimum dose Carboxy vinyl 
polymer 0.06 Potassium hydroxide 0.028 Component B Weight % olive oil 4.0 Jojoba oil 4.0 Lactic- 
acid Millis Chill 2.0 Self-emulsification mold glyceryl monostearate 1.5 Lipophilic type glyceryl 
monostearate 1.5 Component C weight % — a beefsteak plant - extract 0.5 perfume The heating 
dissolution of the 0.2 component A is carried out, and it holds at 80 degrees C. The component B which 
carried out the heating dissolution is independently added to 80 degrees C at Component A, and it mixes 
enough. It cooled stirring, Component C was added at 50 degrees C, and the milky lotion was obtained. 
[0021] 

[Example 6] the beefsteak plant of the cream example 1 — an extract is used for the formula (all — 100 
% of the weight) of the following cream as a melanin generation inhibitor. 

Component A Weight % purified water Remainder Concentrated glycerin 6.0 1, 3-butylene glycol 2.0 
Antiseptics (paraoxybenzoic acid) Optimum dose Carboxyvinyl polymer 0.22 Potassium hydroxide 0.15 
Component B Weight % squalane 7.0 Olive oil 10.0 Jojoba oil 5.0 Self-emulsification mold glyceryl 
monostearate 1.5 Lipophilic type glyceryl monostearate 1.5 Polysorbate 60 1.8 Monostearin acid 
sorbitan 0.5 Component C weight % — a beefsteak plant - extract 1.5 Perfume The heating dissolution 
of the 0.2 component A is carried out, and it holds at 80 degrees C. The component B which carried out 
the heating dissolution is independently added to 80 degrees C at Component A, and it mixes enough. It 
cooled stirring, Component C was added at 50 degrees C, and the cream was obtained. 
[0022] as mentioned above, the beefsteak plant obtained from the Lamiaceae vegetation — an extract is 
blended with charges of makeup, such as facial cleansing cream, face toilet, a milky lotion, and a cream, 
as a whitening component. As a result of applying the charge of makeup to Homo sapiens, the sensuous 
effect to the skin was very good. 
[0023] 

[Effect of the Invention] Although anti-inflammatory activity, the antiallergic operation, the 
spasmolysis, an analgesic action, etc. were known by the component of the Lamiaceae vegetation and it 
was used for it as a folk medicine for many years, it was not known until now that it has an operation of 
prevention and clearance of chromatosis, such as whitening of the skin, suntan, and silverfish, 
buckwheat dregs, and melanin generation control, the beefsteak plant obtained by this invention - 
although an extract contains components, such as a caffeine acid, perillaldehyde, and a ROZUMARIN 
acid, it has the operation which controls generation of the enzyme tyrosinase which has played the 
central role in coloring matter melanin generation in the cell melanocyte which exists in an epidermal 
cell, and became clear [ that melanin generation is controlled by the operation ] from the result of a 
tyrosinase activity measurement trial of a table 1 . therefore, this beefsteak plant — the extract is very 
useful as being not only desirable but a melanin generation inhibitor from the point of that safety, and 
the charge of makeup containing it has the outstanding whitening effectiveness. 
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